Trials (CONSORT) 5 for RCTs. Supplemental Figure S1 (online supplemental materials) provides an example search strategy, PRISMA figure, and evidence table.
The evidence was graded using level of evidence criteria from the previous guidelines 1 (Table 1) , supplemented by modified ratings from Grading of Recommendations Assessment, Development, and Evaluation (GRADE). 6 These criteria now indicate the primacy of meta-analyses over RCTs, given the increasing use of individual and network 7 meta-analysis in evidence evaluation. Although meta-analyses have advantages in summarizing data, they still have limitations that can lead to erroneous or conflicting results depending on the comprehensiveness of the review, criteria for study selection, and quality and generalizability of the included studies. 8, 9 RCTs were considered when systematic reviews and meta-analyses were not available. Small-sample (generally fewer than 30 participants per randomized condition) RCTs were considered Level 3 Evidence.
The recommendations were then expressed as lines of treatment, in which both the evidence base and clinical support were used to determine first-, second-, and third-line treatments ( Table 2 ). In this context, clinical support reflects expert opinion on feasibility, availability, and clinical effectiveness. A first-line treatment recommendation indicates good-quality evidence (Level 1 or 2 Evidence) as well as clinical utility. However, treatments with Level 1 Evidence may be downgraded to second-line or third-line recommendation because of safety or side effect profiles. In a few instances where Level 1 or Level 2 Evidence was lacking, no first-line recommendation was made and the second-line recommendation may reflect expert consensus. We have indicated the rationale when these situations occur.
CANMAT recognizes that the level and quality of evidence vary widely with indication and type of treatment, that the majority of RCTs (and, hence, the meta-analyses based on them) may not reflect real-world clinical practice, and that there are very few predictors of treatment response for an individual patient. Therefore, there are few absolute or first-choice treatments. These CANMAT recommendations are presented as guidance for clinicians for consideration within the context of individual patients and not as standards of care.
Manuscript drafts were circulated amongst section members for discussion and consensus. If consensus could not be reached, a section member could submit a dissenting statement. The editorial team reviewed and revised each section, consolidating or merging questions as needed for consistency and succinctness. Final manuscripts were approved by all coauthors.
For transparency, we declare that the guidelines process and publication were funded entirely by internal CANMAT funds; no external support was sought or received. No honoraria were paid to authors, and no professional editorial assistance was used. All guidelines work group members disclosed potential conflicts of interest (available at www.canmat.org). CANMAT is a project-driven organization governed by a volunteer, unpaid advisory board, with no permanent staff or dedicated offices. Our diverse activities involve research, knowledge translation (e.g., guidelines dissemination, national and international conferences, publications), and continuing professional development (CPD). CANMAT has a conflict of interest policy that includes disclosures by all participants, and all CPD projects are accredited by academic institutions. CANMAT activities are funded from a variety of sources: for academic projects from peer-review or philanthropic foundations; for conferences from societies, registrations, and multiple industry sponsors; and for CPD from universities and industry sponsors. Research studies 10, 11 are independently funded by agencies such as the Canadian Institutes of Health Research (CIHR) and are administrated by the academic institutions of the principal investigators. In the past 5 years (2011-2015), sources of CANMAT revenue (excluding CIHR and research funding) included national/international scientific conferences (28% of revenue), publications (26%), industry-supported CPD projects (26%), and academic projects (18%). Clinical support refers to application of expert opinion of the CANMAT committees to ensure that evidence-supported interventions are feasible and relevant to clinical practice. Therefore, treatments with higher levels of evidence may be downgraded to lower lines of treatment due to clinical issues such as side effects or safety profile.
These updated CANMAT guidelines again encompass a variety of treatments, including psychological, pharmacological, neurostimulation, and complementary and alternative medicine (CAM) treatments. Choosing a first-line treatment among these treatment choices remains a collaborative decision between patient and clinician. However, there continues to be greater evidence and clinical experience with traditional treatments (psychotherapy and pharmacotherapy) and few studies directly comparing these with neurostimulation or CAM treatments. Also, many studies of neurostimulation are in populations of patients who have failed at least one previous treatment. Therefore, first-line psychological and/or pharmacological treatments usually should be considered before neurostimulation or CAM treatments.
Some medications and treatments discussed may not be available in Canada or other countries. As well, these guidelines are primarily addressed to specialists (psychiatrists and other mental health professionals) and hence may be more detailed than needed for primary care settings. As with previous versions, CANMAT will produce briefer summaries for primary care practitioners. To engage end users and obtain feedback, draft versions of these guidelines have been presented in interactive workshops at major psychiatric conferences in Canada. In addition, the Community Advisory Committee of the Canadian Biomarker Integration Network in Depression 12 (CAN-BIND, www.canbind.ca) research program, along with the Mood Disorders Association of Ontario, is currently engaged in developing a ''patient'' version of these guidelines as well as a strategy to disseminate the patient version directly to consumers. We hope that these updated guidelines will provide clinicians and their patients with evidence-informed recommendations to make personalized, collaborative treatment decisions.
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